Supporting Information (S4 Fig)
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Tolvaptan Control

Study or Subaroup Events Total Events Total
4.1.1 Thirst

Ghearghiade 2003 G0 187 3 62
Ghearghiade 2004 [ACTI 22 238 1 T4
Konstam 2007 331 2063 43 20545
Matsuzaki 2011 [phase ] 30 84 3 29
Matsuzaki 2011 [QUEST, phase 1] ] 53 1 A7
Shanmugam 2016 7 25 ] 26
Udelzon 2007 32 120 7120
Subtotal {95% CI) 2775 2428
Total events 491 A3

Heterogeneity; Tau?= 020, Chi*=12.01, df= 6 (F = 0.06), F= a0%
Test for overall effect, £=6.02 (P = 0.00001)

4.1.2 Renal failure

Ghearghiade 2003 4 187 0 62
Ghearghiade 2004 [ACTI q 238 0 T4
Jujo 2016 2 a0 10 an
Konstam 2007 133 2063 140 20455
Matsue 2016 26 108 30 1049
Matsuzaki 2011 [phasell] 3 g 0 29
Shanmugam 2016 2 25 1 26
Subtotal {95% CI) 2740 2390
Total events 175 181

Heterogeneity, TauF=0.02, Chi*=6.89, df =6 (F=033), F=12%
Testfor overall effect 2= 063 (P=0.93)

4.1.3 Incidence of all adverse effects

Ghearghiade 2004 [ACTI 210 238 A4 T4
Konstam 2007 1844 2027 1776 2061
Matsue 2016 10 108 f 108
Matsuzaki 2011 [phase ] Ta 849 18 249
Matsuzaki 2011 [QUEST, phase 1] L] 53 42 A7
Udelzon 2007 112 120 116 120
Udelzon 2008 [ECLIPSE] g4 133 16 L]
Subtotal {95% CI) 2768 2499
Total events 2347 2038

Heterogeneity, Tau?= 0.00; Chi*=17.74, df= 6 (F=0.007); F= B6%
Testfor overall effect Z=143 P =0.19)

4.1.4 Mortality

Ghearghiade 2004 [ACTI 13 239 7 a0
Konstam 2007 A37 2072 543 2061
Matsue 2016, fallowe-Lp 26 108 271049
Matsuzaki 2011 [QUEST, phase 1] 1 53 2 A7
Udelson 2007 G120 11 120
Subtotal {95% CI) 2592 2427
Total events ag3 580

Heterogeneity; Tau?= 0.00; Chi®= 266, df =4 (F=062), F= 0%
Test for overall effect, 2= 059 (P = 0.59)
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S4 Fig. Forest plot of direct comparison: Tolvaptan versus Control. Main secondary outcomes: 4.1.1 Thirst/ 4.1.2 Renal

failure/ 4.1.3 Incidence of all adverse effects/ 4.1.4 Mortality



